Abstract
Introduction cancer treatment, especially among young women with breast cancer [1] [2] [3] [4] [5] [6] [7] . The assessment of quality of life (QOL) using self-administered questionnaires provides accurate insights into patients' QOL status, such as physical and psychosocial well-being besides the impact of the cancer treatment itself, and offers invaluable information that is useful in decision-making processes concerning treatment options both for patients and clinicians [3] [4] [5] [6] [7] . For postoperative, premenopausal women with endocrineresponsive breast cancer, adjuvant endocrine therapy with more acceptable safety profiles and tolerability than adjuvant chemotherapy [8] [9] [10] is commonly used, indicating the potential efficacy of endocrine therapy to treat patients without compromising their QOL.
For the treatment of endocrine-responsive breast cancer in premenopausal women, it is of prime importance to suppress ovarian estrogen production through ovarian function suppression/ablation (OFS/OA). Currently, OFS with a luteinizing hormone-releasing hormone (LH-RH) agonist is widely used for 2 to 3 years as a postoperative adjuvant therapy in combination with tamoxifen for 5 years or chemotherapy in these patients [8] [9] [10] [11] [12] . A longer OFS with an LH-RH agonist for 5 years or longer is recommended for such patients at a high risk for recurrence [13] . At the St Gallen International Expert Consensus meetings, consensus was therefore reached on 5 years of tamoxifen alone or in combination with 5 years of an LH-RH agonist as the standard postoperative adjuvant therapy for premenopausal breast cancer patients [13] [14] [15] .
Leuprorelin acetate (leuprorelin), an LH-RH agonist, is available as depot formulations (TAP-144-SR). It is commonly used worldwide for the treatment of hormone-responsive cancers, such as prostate cancer and premenopausal breast cancer. We recently conducted an open-label, randomized, controlled trial to evaluate the safety and efficacy of adjuvant therapy with TAP-144-SR (3M) administered every 3 months for 2 years versus 3 or more (up to 5) years, in combination with tamoxifen for 5 years in premenopausal women with endocrine-responsive breast cancer [16] . Adjuvant leuprorelin treatment for 3 or more years showed a similar survival benefit as treatment for 2 years, both in combination with tamoxifen, in premenopausal endocrine-responsive breast cancer patients. TAP-144-SR (3M) for 3 or more years was as well tolerated as TAP-144-SR (3M) for 2 years, and no new safety signals were identified for long-term TAP-144-SR (3M) treatment.
It is important to investigate patient-reported QOL in premenopausal breast cancer women receiving adjuvant hormone therapy, along with the acceptability of the treatment, which will provide a useful way of elucidating the risks and benefits of treatments [5, 6] . We therefore compared the effect of two adjuvant treatment regimens on patient-reported QOL during the 5-year treatment period in the above trial.
Patients and methods

Study design
This was an open-label, randomized, controlled trial of adjuvant therapy with TAP-144-SR (3M) administered every 3 months for 2 years versus 3 or more (up to 5) years in combination with tamoxifen given daily for 5 years to evaluate the optimal duration of treatment with TAP-144-SR (3M) in postoperative, premenopausal women with endocrineresponsive breast cancer [16] . We also compared the impact of two treatment regimens on patients' QOL measured using three self-administered questionnaires during the 5-year treatment period in the above trial.
Patients and methods have previously been described in detail [16] . Briefly, eligible patients were randomly assigned at a 1:1 ratio to receive TAP-144-SR (3M) (11.25 mg) subcutaneous administration every 3 months either for 2 years or 3 or more (up to 5) years, in combination with tamoxifen (20 mg daily) given orally for 5 years. Random assignment was performed using dynamic allocation with the number of positive axillary lymph nodes (0, 1-3, ≥ 4), tumor diameter (≤ 2 cm, > 2 cm), estrogen receptor (ER)/progesterone receptor (PgR) status (ER+/PgR+, ER+/PgR−, ER−/PgR+), age (at the time of enrollment; ≤ 39, 40-44, ≥ 45 years), pre-and postoperative chemotherapy (presence, absence), and study site.
Patients assigned to the 2-year treatment group (2YG) received TAP-144-SR (3M) for 2 years (96 weeks) and tamoxifen for 5 years (240 weeks). In the 3-or-more-year treatment group (3YG), patients who completed 3-year (144 weeks) TAP-144-SR (3M) treatment could extend that treatment for up to 5 years (240 weeks in total) if it was considered appropriate, while tamoxifen was administered throughout the 5-year trial period.
Patients
Patients were screened for eligibility according to the inclusion and exclusion criteria, which are described in the previous report [16] . Premenopausal patients with histologically confirmed primary breast cancer who met the following criteria were eligible for this trial: age ≥ 20 years; ER+ and/ or PgR+ primary tumor; T1 to T3, any N, and M0, according to the TNM classification (Union for International Cancer Control, Sixth Edition, 2002); postoperative radiation of the breast in case of breast-conserving surgery; capable of receiving the trial drug and tamoxifen within 12 weeks after surgery or after postoperative adjuvant chemotherapy prior to enrollment; history of regular menstruation within 12 weeks prior to enrollment, or follicle-stimulating hormone (FSH) of < 40 mIU/mL and estradiol (E 2 ) of ≥ 10 pg/mL as measured within 12 weeks prior to enrollment; not having a chemical menopause within 12 weeks after completion of postoperative adjuvant chemotherapy; and performance status of grade 0 or 1.
Exclusion criteria included the following conditions or situations: endocrine therapy prior to surgery, postoperative adjuvant endocrine therapy before enrollment, bilateral oophorectomy and irradiation to bilateral ovaries, inflammatory breast cancer or bilateral breast cancer, and multiple cancers or a history of carcinoma in other organs.
Endpoints
As for QOL assessment, all participants were asked to fill out a self-administered QOL questionnaire form at randomization (baseline, week 0) and weeks 24, 48, 96, 144, 192, and 240. Changes in the QOL scores were measured using the following three questionnaires: (1) QOL Questionnaire for Cancer Patients Treated with Anticancer Drugs (QOL-ACD) comprising 22 items regarding daily activity, physical condition, psychological condition, and social attitude [17] ; (2) QOL-ACD-Breast (QOL-ACD-B) comprising 18 items regarding physical condition, pain, satisfaction with medical treatment, coping with the disease, adverse reactions by treatment, and others [18] ; and (3) Functional Assessment of Cancer Therapy-Endocrine Symptoms (FACT-ES) subscale comprising 19 items related to endocrine therapy [19] . A 5-point scale was used for each item.
The menstruation status was investigated for 36 weeks after the completion of treatment with TAP-144-SR (3M), even after the trial period.
Statistical analysis
Since this trial was a pilot trial, the sample size was determined considering feasibility; that is, we planned to enroll 220 patients (110 per group) [16] .
The statistical analyses were performed on patients in the full analysis set (FAS), which was defined as all patients receiving at least one dose of the trial drug after randomization or those in the modified FAS (mFAS), which was defined as patients included in the FAS who were examined at the end of the second year of treatment (week 96) and then continued treatment in the trial.
The time courses of QOL scores during the trial period were summarized as mean and SD at each time point in FAS. For analysis of the change in each QOL score and each subordinate item score from week 96 in the mFAS, the two groups were compared using a mixed-effects model for repeated measures at weeks 144, 192, and 240 using the score at week 0 as the covariate. Cohen's d was calculated for week 0 and also for each visit as a standardized mean effect size of (2YG − 3YG)/(pooled SD) when the Bgroup × visit interaction^or Bdifference between 2 groups in the main effect model^of repeated measures mixed model analysis was found to be significant. The Kaplan-Meier method was used to estimate the median menstruation recovery period from the last TAP-144-SR (3M) dosing. In addition, multiple regression analyses were applied to explore the relationships between the QOL subordinate item score changes and the patients' condition, including their menopausal status.
The significance level of statistical testing was set at 0.05 except for 0.10 for group by visit interaction (two-sided). Statistical analyses were conducted using SAS (version 9.2).
Results
Patients
A total of 222 patients were enrolled and randomly assigned to receive TAP-144-SR (3M) for either the two YG (N = 112) or the three YG (N = 110). Of 222 patients in the FAS, 196 patients (99 and 97, in the 2YG and 3YG, respectively) completed the TAP-144-SR (3M) treatment, and 170 patients (81 and 89, respectively) completed the 5-year trial period. The median duration of the trial period was similar in the two treatment groups (1709 and 1711 days, respectively) [16] . Table 1 summarizes the baseline demographic and disease characteristics of patients in the FAS. The majority of patients had stage I (65.8%), lymph node-negative (89.2%), ER+/PR+ (93.2%) breast cancer and did not receive postoperative chemotherapy (89.6%). There were no significant differences in baseline characteristics between the groups except for serum E 2 levels (Wilcoxon test, p = 0.033) [16] .
The majority of patients in both treatment groups had good medication compliance with the trial treatment: 99 (88.4%) patients in the 2YG and 97 (88.2%) patients in the 3YG received 8 and 12 or more doses of TAP-144-SR (3M) specified in the protocol, respectively. Most patients (69.1%) in the 3YG received 20 doses, the maximum number of doses in the trial. Each group had good adherence to tamoxifen treatment throughout the 5-year trial period [16] .
Quality of life
The time courses of QOL scores measured using the three questionnaires were similar between the two treatment groups during the trial period ( (Fig. 2b) .
To identify a subordinate item that significantly affects each QOL score, the mean changes in the QOL-ACD-B and FACT-ES subordinate items scores from week 96 were analyzed using a repeated measures mixed-effects model. The following subordinate items were found to be significantly different between groups in mean score changes from week 96: the QOL-ACD-B subordinate item 1, BDid you have any pain or numbness in your breast, armpit or arm on the side of illness?^; item 2, BDid you have any bloating in your arm on the side of the illness?^; item 8, BHave you been satisfied with the facilities and staff, other than your doctor(s), at the hospital where you were diagnosed and/or treated?^; and item 13, BWere you bothered by hot flashes or sweating on your body or forehead?^ (Table 2) ; FACT-ES subordinate item ES1, BI have hot flashes^; ES8, BI have pain or discomfort with intercourse^; and ES10, BI have gained weight^ (Table 2) . Especially, the subordinate items covering menopauseassociated symptoms such as hot flashes and sweating showed a significant and relatively large effect size [QOL-ACD-B subordinate item 13 (Cohen's d, 0.34 at week 144, 0.71 at week 192, and 0.58 at week 240); FACT-ES subordinate item ES1 (0.92 at week 192 and 0.49 at week 240)]. As a result of stratified analysis by age (≤ 44 years, ≥ 45 years) of these items as well as serum E 2 levels and menstruation recovery, the effect size in the subpopulation aged ≤ 44 years was 0.33, 0.87, and 0.60 (QOL-ACD-B, item 13), and 0.38, 1.27, and 0.71 (FACT-ES, ES1) at weeks 144, 192, and 240, respectively. However, in the subpopulation aged ≥ 45 years, it was 0.38, Table 2 ). The effect size was mostly greater in the subpopulation aged ≤ 44 years than in that aged ≥ 45 years at these time points.
Serum E 2 level and menstruation recovery
Serum E 2 levels significantly declined to menopausal levels (< 30 pg/mL) after 12 weeks of TAP-144-SR (3M) treatment and remained suppressed through the completion of administration in both groups. In the 2YG, serum E 2 levels gradually increased after the completion of TAP-144-SR (3M) treatment and recovered to almost the same levels as the pretreatment values by week 132 [16] . By stratifying the patient population by age of B≤ 44 years^and B≥ 45 years^at the randomization point, for the subpopulation aged ≤ 44 years in the 2YG, the proportion of patients with menstruation recovery was 51% (25/49), 85% (39/46), and 74% (32/43) at weeks 144, 192, and 240, respectively. In contrast, in the 3YG, the proportion of patients with menstruation recovery was much smaller: 0% (0/55), 6% (3/49), and 15% (7/47) at the respective time points. Although the proportion of patients with menstruation recovery among those aged ≥ 45 years in the 2YG was 24% (10/41), 33% (13/39), and 37% (14/38) at weeks 144, 192, and 240, respectively, no patients aged ≥ 45 years in the 3YG had menstruation recovery at any time points (Fig. 3a) . The rate of menstruation recovery was higher in the subpopulation aged ≤ 44 years than ≥ 45 years at these time points.
The median time from last TAP-144-SR (3M) dosing to first menstruation recovery by the Kaplan-Meier estimation was 430 and 1078 days for the subpopulations aged ≤ 44 and ≥ 45 years, respectively, in the 2YG, and (Fig. 3b) . The distribution of the recovery period was similar between the two groups for the subpopulation aged ≤ 44 years, although the number of patients with menses recovery was much smaller in the 3YG due to the shorter duration of the total menstruation follow-up period (trial period after the last dosing and follow-up observation period) than the 2YG.
Relationship between QOL subordinate item score changes and patients' status
In order to explore the relationships between the QOL subordinate item score changes (QOL-ACD-B subordinate item 13 and FACT-ES subordinate item ES1) and patients' status, including menopausal status, multiple regression analysis was performed using the mean score changes from week 96 in these subordinate items at weeks 144, 192, and 240 as dependent variables, and four factors [the treatment group, the age at the time of randomization (week 0), the corresponding QOL subordinate item scores at week 96, and the menstruation (presence/absence) at each assessment point] as independent variables. The results strongly suggested that in both QOL-ACD-B (item 13) and FACT-ES (ES 1), the QOL subordinate item at week 96 and the presence of menstruation at each assessment point had large standardized partial regression coefficients with change of corresponding QOL subordinate item scores at weeks 144, 192, and 240 (p < 0.001 for each) (Fig. 4) .
Discussion
The primary objective of this open-label, randomized, controlled trial of TAP-144-SR (3M) administered every 3 months for 2 years versus 3 or more (up to 5) years, in combination with tamoxifen given daily for 5 years, was to investigate the appropriate treatment duration of LH-RH agonists in premenopausal women with endocrine-responsive breast cancer. In this trial, we also compared the effect of two treatment regimens on patient-reported QOL. The time courses of QOL scores measured using the three QOL questionnaires (QOL-ACD, QOL-ACD-B, FACT-ES subscale) were similar between the two treatment groups (Fig. 1) . The mean changes in the QOL scores from week 96 were largely stable through week 240 in the 3YG. However, significantly greater improvement in the score changes from week 96 was found in the 2YG than the 3YG: QOL-ACD-B score (total score of items 1 to 18) at weeks 192 and 240 (Fig. 2a) , and FACT-ES subscale score (except the joint pain score) at week 192 (Fig.  2b) . The subordinate items indicating menopause-associated symptom burden such as hot flashes and sweating (i.e., QOL-ACD-B subordinate item 13 and FACT-ES subordinate item ES1) were shown to significantly improve in the 2YG compared to the 3YG in the mixed-effects model of repeated measures (Table 2) . On the other hand, the exploratory multiple regression analysis indicated the great contribution of menstruation (presence/absence) at each time point and the corresponding QOL subordinate item scores at week 96 to the QOL improvement, and that there was no significant group difference after adjustment for these two factors (Fig.  4) . The results could be interpreted as that the significant group difference of QOL improvement is almost explained by the recovery of menstruation after the completion of TAP-144-SR (3M) and some severity of hot flashes and sweating burden at week 96, and that the treatment group difference shows no significant additional impact on QOL improvement associated with any other unexplained factors.
In this trial, approximately 90% of patients in each group did not receive postoperative chemotherapy, which makes recovery of menstruation more likely. Menstruation recovery after completion of treatment was seen in more patients in the 2YG than the 3YG, particularly in the patient population aged ≤ 44 years in the 2YG at weeks 192 and 240 (Fig. 3a) . Since the results of stratification by age of the above QOL subordinate items associated with hot flashes and sweating indicated greater improvement in the subpopulation aged ≤ 44 years in the 2YG at the same visits (Table 2) , it also indicated that recovered menstruation after completion of treatment resulted in improvement of QOL concerning menopause-associated symptoms. The median time from last TAP-144-SR (3M) dosing to the first menstruation recovery by Kaplan-Meier estimation in the subpopulation aged ≤ 44 years was 430 days in the 2YG and 427 days in the 3YG (Fig. 3b) , indicating that it took a similar number of days to recover menstruation in both groups. The above menstruation recovery results indicated that there were fewer patients with menstruation recovery in the 3YG than the 2YG during the 5 years (240 weeks). Such difference appears to be caused by the fact that a high proportion of patients in the 3YG received 20 doses of TAP-144-SR (3M), which is the maximum number of doses as specified in the protocol. Thus, the time to recover menstruation in the patient population aged ≤ 44 years was similar irrespective of the treatment duration. On the other hand, in the 3YG, there was only one patient with menstruation recovery during the follow-up observation in the patient population aged ≥ 45 years, and other patients with menstruation recovery in this patient population were in the 2YG. The median time from last TAP-144-SR (3M) dosing to the first menstruation recovery in the subpopulation aged ≥ 45 years by Kaplan-Meier estimation was 1078 days in the 2YG, indicating that it took a longer time to recover menstruation in comparison with the patient population aged ≤ 44 years (Fig.  3b) . Evaluation of menstruation recovery is thought to be more appropriate to interpret the time from last TAP-144-SR (3M) dosing to the first menstruation recovery than the proportion of patients with recovered menstruation at each visit because the treatment duration of TAP-144-SR (3M) was different among patients in the 3YG due to the trial design. In addition, unlike other study endpoints, the recovery of menstruation was continuously monitored for an additional 36 weeks after the completion of the last dosing. However, the length of the total menstruation follow-up period (trial period after the last dosing and follow-up observation period) in the 2YG was longer than that in the 3YG. Although the timing of recovery of menstruation after 5-year treatment in the patient population aged ≥ 45 years in the 3YG is presumed to coincide with the timing of natural menopause in some patients, it could be evaluated better by conducting further follow-up investigations. Little is known about the impact of treatment on QOL in premenopausal breast cancer women receiving adjuvant hormone therapy; however, it is a major interest both for patients and clinicians [4] . A wide range of disease management based on QOL as well as other clinical presentation factors and individual patient conditions are necessary. In this study, the presence of menstruation contributed to provide significantly greater improvement in menopause-associated hot flashes and sweating burden in the 2YG than the 3YG. 3YG showed a little, but not statistically significant, survival benefit (regarding DFS and OS), and comparable safety profiles and tolerability compared with 2YG in premenopausal endocrineresponsive breast cancer patients, and no new safety signals were identified [16] . Recently, the TEXT and SOFT trials demonstrated that 5-year adjuvant treatment with an aromatase inhibitor, exemestane, plus OFS significantly reduced recurrence compared to tamoxifen plus OFS [20] . The results of the SOFT trial further showed that adding 5-year OFS with an LH-RH agonist to 5-year tamoxifen did not provide a significant overall DFS benefit in the study population, but it was beneficial in patients, especially young patients aged < 35 years at a high risk for recurrence who needed adjuvant chemotherapy and remained premenopausal despite chemotherapy [21] . In view of the coverage of health insurance in Japan, we had no choice but to select the concomitant use of tamoxifen with OFS to evaluate the optimal treatment duration with TAP-144-SR (3M) in this trial. Given the results of the TEXT and SOFT trials, the addition of 5-year OFS with an LH-RH agonist to 5-year tamoxifen should be similarly recommended to premenopausal patients at a high risk for recurrence in Japan. This trial was a pilot trial and the sample size was not sufficient to fully understand patients' QOL. Therefore, it should be further investigated in a larger population, but the use of TAP-144-SR (3M) for more than 2 years should be considered taking into account its potential impact on each patient's QOL as well as the risk for recurrence.
This trial provides clinicians with beneficial information regarding QOL effects and menstruation recovery with longterm treatment of TAP-144-SR in premenopausal patients with endocrine-responsive breast cancer. This information is widely applicable to premenopausal patients administered TAP-144-SR.
